

( > 4 ?, 



OCT 

KCHCl 

The Commissioner o 
Patents and Trademarks 



Has received an application for a patent for a 
new and useful invention. The title and descrip- 
tion of the invention are enclosed. The require- 
ments of law have been complied with, and it 
has been determined that a patent on the in- 
vention shall be granted under the law. 

Therefore, this 

United States Patent 

Grants to the person(s) having title to this patent 
the right to exclude others from making, using, 
offering for sale, or selling the invention 
throughout the United States of America or im- 
porting the invention into the United States of 
America for the term set forth below, subject to 
the payment of maintenance fees as provided 
by law. 

If this application was filed prior to June 8, 
1995, the term of this patent is the longer of 
seventeen years from the date of grant of this 
patent or twenty years from the earliest effec- 
tive U.S. filing date of the application, subject 
to any statutory extension. 

If this application was filed on or after June 8, 
1995, the term of this patent is twenty years from 
the U.S. filing date, subject to any statutory ex- 
tension. If the application contains a specific 
reference to an earlier filed application or ap- 
plications under 35 US.C. 120, 121 or 365(c), 
the term of the patent is twenty years from the 
date on which the earliest application was filed, 
subject to any statutory extension. 
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Acting Commissioner of Patents and Trademarks 

QjLUc til- Pt*Aw 



'002 



29QQ 



Attest 



United States Patent 

Smith et al. 



[19] 



[54] DEXTROMETHORPHAN AND AN OYTnACp- 

SSSSS* »*"^!fflSB 

[75] Inventors: Richard Alan Smith, La Jolla- 

Jonathan M. Licht, San Diego, boih of 

[73] Assignee: Center for Neurologic Study, La JoIIa, 
[21] Appl. No.: 464,792 
[22] PCT Filed: Sep. 22, 1994 
[86] PCT No, PCT/US94/10771 
§ 371 Date: Sep. 19, 1996 
§ 102(e) Date: Sep. 19, 1996 
[87] PCT Pub. No.: WO96/09044 
PCT Pub. Date: Mar. 28, 1996 

f51] Int - C '- 6 A61K 31/44; A61K 31/265; 

f521 US n A61K 31/135 

514/491, 652, 654, 649, 651 



f 56 J References Cited 

U S. PATENT DOCUMENTS 
4,316,888 2/1982 Nelson — 
5,206,248 4/1993 Smith 514/270 

5,352,683 10/1994 Mayer £"2 c "S" 
5,366,980 U/1994 Smilh . .. 

5,502,058 3/1996 Mayer et A^ZZZZ sS 
OTHER PUBLICATIONS 
Dickenson, AH., "A cure for wind up- NMDA re^n.nr 
antagonists as potential analeesics - Trl„H £. Z * 
U: 307-309 (1990) analgesics > Trends « Pharm. Sci. 



US005863927A 

[ii] Patent Number: 
[45] Date of Patent: 




5,863,927 
Jan. 26, 1999 



on do^ "-' C ' a1 ' ^"""^'"orphan and levorphanol 
on dorsal horn noc.cept.ve neurones in the rat," NeufopTar 
macology 30: 1303-1308 (1991). "europhar- 

France CP, et al. "Analgesic Effects of Phencyclidine-Like 
DiTigs in Rhesus Monkeys,"/ Pharmacol Frn T 
tics 250: 197-201 (1989). ™ armacoL Ex P Therapeu- 

Mao, J., et al, "Intrathecal treatment with dewmmh 
ketone potent.y reduces pain^Ia^ T h ,SoSTn a 

tlon'nM h C " 61 al > "D^'^ethonjhan and neuromodula- 

S-ifSSS^Sg. new activi,ies/ ' ^ 

Primary Examiner Phyllis G. Spivack 

bST ^ ° r J*—*** D. Kelly; Christine M. 

t 57 J ABSTRACT 

Methods are disclosed for increasing the effectiveness of 

hydroxylase inhibitor A preferred . debnsoc l uul 

—orphan and the £l!£S£5^" 

^22 Claims, 1 Drawing Sheet J 



/ 



